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3 <110> APPLICANT: Rastelli, Luca 

4 Gould- Rothberg, Bonnie 

5 Murphey, Ryan 

7 <120> TITLE OF INVENTION: Method of Detecting and Treating Tuberous Sclerosis 

8 Complex Associated Disorders 
10 <130> FILE REFERENCE: 21402-042 

12 <140> CURRENT APPLICATION NUMBER: 10/016,253 

13 <141> CURRENT FILING DATE: 2002-08-28 

15 <150> PRIOR APPLICATION NUMBER: 60/254,268 

16 <151> PRIOR FILING DATE: 2000-12-08 
18 <160> NUMBER OF SEQ ID NOS : 25 

2 0 <170> SOFTWARE: Patentln Ver . 2.1 

22 <210> SEQ ID NO: 1 

23 <211> LENGTH: 2520 

24 <212> TYPE: DNA 

25 <213> ORGANISM: Homo sapiens 

27 <400> SEQUENCE: 1 

28 ggctctggct cgggctcggg ctggggctgg ggcttgggct ccagctcggg ccctgcacct 60 

29 gtgactcggc ggcgttgctc ctccgctgcc ccatggcccc gtcccggctg cagctcggcc 120 

30 tccgcgccgc ctactccggc ttcagctcgg tagccggctt ctccatcttc ttcgtctgga 180 

31 cggtggtcta ccgacaaccg gggactgcgg cgatgggggg tctcgcaggt gtcctggcac 240 

32 tgtgggtctt ggtgactcac gtgatgtaca tgcaggatta ctggaggacc tggctcagag 300 

33 ggctgcgcgg cttcttcttc gtgggtgctc tcttctcggc agtctccgtt tccgccttct 360 

34 gcaccttcct ggcattggcc atcacccagc atcagagtct caaagacccg aacagctact 420 

35 acctctcctg tgtctggagc ttcatttcct tcaagtgggc cttcctactt agcctctacg 480 

36 cccaccgcta ccgggctgac tttgcggaca tcagcatcct tagtgatttc taacccaggg 54 0 

37 aatgaggtca ccacagcctg ggggccctcg ggatctggac tcagcttccg agtcagcaag 600 

38 ggagctcacc ccaacccctg gggaactcca gaaccatggc agagtatatg ggcccgttca 660 

39 gtttctcaga aatctgtctg gtcccctttt ggggaagata tagagctgtt aaagggatac 720 

40 tgccaatctg cccaatctgc ccgttagccc agctagaggg cagcttagac ctttccaaat 780 

41 agatctattt tcttagccct ctgagggatc tctgtaagta gggccacgac aatgaattca 84 0 

42 atgggtagga ttggaactat ggctagtgac aggggctggg acaggcttcc ttgctacccc 900 

43 agacttcatt gaagctgtgt gtgggggagg catcaaaggt ctggtcaaga gaggaatctt 960 

44 tagtacagat ctccatcccc tgttccccac cctgttaccc tgaagtgtcg ggtagccaaa 1020 

45 ctcaccggtc cttagggaat tgacaattgg ctccttccct aagcagcaca gttggacaga 1080 

46 atccagcgtc cgtccgtcct accttcccat ccagagtttg tttcccatga gggtgctagc 1140 

47 gccagccaac cattcccatg tgtcgcatat gcacacatga ccacacacac cagagcagga 1200 

48 ctcctcggat gaggctagac ttgaggacca caggaaacac acccctgcac ttagaagggc 1260 

49 tttgggatcg ggggcaacct ggtgggggca agtgggagct ctccatctgt actgagtctc 1320 

50 caaccttgcc cctcactgca caagaccacc ctgaccgtga ggacctcctc cctgcaccag 1380 

51 atcctaactc tgacctttca ccttctctct ctcctgaagg aactcttctg agtggacatg 1440 

52 ggcccaaggc cttacctaag cggagaggga gggcaggggc tgctactctt ctctgtaacc 1500 

53 ttctctgatg ggttgtcact ttgcacgtct actcttccac ttgggcactg cccccagctc 1560 
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54 tctgccttac ctgtgttatg ggcacttaag cagaaataca gcggccattt taaccagcaa 1620 

55 aaaaaaaaaa aaataggggg gtgggcggtt ttgagagggg acaagagtgg gcaagatggg 1680 

56 ggctctagct gtctgatcat ctccctaagt ttggggctac tagacggtat tcctcatctc 1740 

57 tggtccccta tgggagacca ccagctgaga tctcctttgc tctcccagtt ctgtcccagc 1800 

58 cagggttagg atgcccacag actcaacatc cctgcagatt ccatctcccc accctaagcc 1860 

59 aaggtagatg ggaaagggaa tctttctttt tctaccccag ccagactact tggggctcca 1920 

60 agttgaccag gatgtgtgga ttcagaagca gaaaggcagg agctagcacc tctctcacgc 1980 

61 tgggtacact tgtcctggcc tgtgtttgcc tcaccctggc ctttacagtg taaaaacacc 2040 

62 atgggacttt agagcaggga aggataagga acagtgtcac ttctagagcc ttctgctggt 2100 

63 agacgctcct actgatagag gaggtaaaga ctactgacct cccggctagg cctggcttaa 2160 

64 gccaggcgtg gcctgcgtca caaccttttg cggtgtctta gcaacctgaa cctgagatct 2220 

65 tattcccgaa tcccacaggg cccaatgtgc agggctcagc ctggggccat ctcccttttc 2280 

66 acctgggttg gtgagcatgt atttggagtg gtttcttcct gcatgtatta gccaaggaag 2340 

67 gacaagggac tagagggtct gagttaggtc cagacttgtc ccctttcccc agcccatcac 2400 

68 aggatgctgg gtgcacaccc actccactga cgatgtccca ccaacatcca ggaggcgttc 2460 

69 tcccaaggac tttaaagcaa ataaaacata tattgttcag aaaaaaaaaa aaaaaaaaaa 2520 

72 <210> SEQ ID NO: 2 

73 <211> LENGTH: 1860 

74 <212> TYPE: DNA 

75 <213> ORGANISM: Homo sapiens 

77 <400> SEQUENCE: 2 

78 aagcgtgacc ctaagtctag cctggagcca gggctagagt ggtcatttct ttgtggggtg 60 

79 ctgccaggga ggggccagac ccacaggcta ctcaaagggc ctagagaccc ctccccaggc 120 

80 aggtgctgcc ccaggaggag catgtcctgg ggtccgggga ctgaagtcca tgtggcctca 180 

81 gccccccaca cccagaacac cgcttgccta aggtgctttt ggctttagtg tgtgatgttt 240 

82 gctgtgcttc tgggctgaat tagcttccaa atcaggacct ggagcctcta ccctggccca 300 

83 gccagccagt gtgagctctg gtctgtgaga tgggcagcta cgggccagtg gagcagcatg 360 

84 tggtgggagg ggcaaggctg ggacccagtg gtttacagac ctgtggccct cctggagcaa 420 

85 cctggcagct acggatccca gaaccccctg ggcttcagct cccccagagg ggagaggctc 4 80 

86 cacgttgctt tccttcccca aaatcccttt ctttgtgctg gtgtctggga ccaaaaggag 540 

87 tgggcagagg actcggaggg cctaggggtc ccagtcgggg catctgtagc tcctaagcac 6 00 

88 gacaagcatc agtgcagggg accctggcct tgactccaac tggcctggcg ccaggaacct 660 

89 ccagggccag agcagcccag ctgcagccag cctgcccact atgggtatgt tcctggccta 720 

90 aggtccggag ggaggtttgg ggtatccctg cctgggtgcc tgggtgtgcc ctggggcctc 780 

91 tcagaagcac aaatgctgcc ccctggccgt gagcaggcca caaggtgaat gtatatagca 840 

92 tgagaggcgg gcactgccca gacgtggctg tgaacttgtg ctgtctcggg agtcctgacc 900 

93 ttctgtgcgt gagtgccccc atctgtgacg tttcactcac cgaggctgaa gaaaggaagc 960 

94 aggggaaatg aaagcagggg tttctcgccc tgacccctgc ggaggagacg gctcctacca 1020 

95 ctgcggttgg cttcatttcg ttttcctgat ttctggggtg ccacttacct actcaatccc 1080 

96 agtggtccac ccccacatcc ccagggagtg agcagtccag tgccagctgc ctgtgattgg 1140 

97 tccccagtcc ctattaccca aggggaccct acagctctgg tgggtaacaa ggagggctaa 1200 

98 gccaccaaac cagagcccga tcccttgccg agccaggagg agggatctgg ctgagaaaac 1260 

99 tgataggact ggaggccccc accccaacca acactctctg gtttatgtga gtagcagaag 1320 

100 atcccggcct ggagcatcct tcaagccctt ctccctgtgc ccaccccgcc cccccccccc 1380 

101 cccatatcac tatgcaattc ttgaccccag ctccaaagct tgccctaccc ggtcccagct 1440 

102 ctgtccggcc cagaaggtgg ctagctggtg ggccacaggt gaccagggtc tctttgtttt 1500 

103 tcatcacagc ggtggtgtgc cgcacccttc ctcccatatg tgattttgtg agattgcctc 1560 

104 ccagttacgg tccctctgcc tgcatctgcc cccagtggac tatgtcatct gaatcgagcc 1620 

105 agccccaagt tcccctccag cctctgtagg gccatggctg tgtgttactg ttgctgtgct 1680 
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106 ttcatttttt aaactgggtt tggggtttga tttttatttc tgtggggaac tttatttttc 174 0 

107 ttggcaaata actaaagttc ttgtccatgt aatttctgtg gtctctattc agcttgggtt 1800 

108 tcatgtttta aaataaacaa ttttaagaaa caaaaaaaaa aaaaaaaaaa aaaaaaaagc 1860 

111 <210> SEQ ID NO: 3 

112 <211> LENGTH: 750 

113 <212> TYPE: DNA 

114 <213> ORGANISM: Homo sapiens 

116 <400> SEQUENCE: 3 

117 cttgtttatc ctactcgggt agtttcctac taatttcaag actagtgtta acattctaag 60 

118 gtagttatct tagggtagat tcaaggtttt agatgactaa cagttcagat tttctgatca 120 

119 attttttaaa cactagagaa taaaagtgta ctagagaata aaagcagctt catagttaat 180 

120 tctcaccaat tggccctttg ctagctgctg gctttaggta cacataggat aatatgtgtc 240 

121 cacgtttcta cttggaactg gtaaaagttg tcactggctg gaaaatggta tctctctctt 300 

122 gtatacaaga tggtccattg acactggtac tttatgaagc agttctttgt ttgtttgatt 360 

123 gagctctctt gaaccttgtt catcttttag tttttgcttg gaatggaatg gaactggttt 420 

124 gaagttaaag gaaatattca ttttgaaact tgttcatttt gaaaggaaat gcaagtttca 4 80 
12 5 aaatgaaaaa taaaatgaaa aaggaaataa attattgtcc cagatggtca cttgagtttt 54 0 

126 aaaaaatggc tgcacacagt aaaactgcta aaaacaaaaa cttacctcat tattggtttg 600 

127 catctttttt cagctactaa ttttatacca aaatgttaaa tatttatatt gtttgagttt 660 
. r . 128 caatcttgta tggaaaaaaa taattagtag gtctaaaaat gccatgcttt ccaataaaga 720 
1 129 agttaaaaaa atcatcagta atgtgaattt 750 

132 <210> SEQ ID NO: 4 

133 <211> LENGTH: 281 
' 134 <212> TYPE: DNA 

135 <213> ORGANISM: Homo sapiens 

137 <400> SEQUENCE: 4 

138 gggcccctcc gtctcagagc aactataccc tctacctcgg aaggagcagc agagagagaa 60 

139 gccacaggcc accaggaggc ccagcaaagc caccaactat ggaagcttct cagccacccc 120 

140 acctcccacc ctctgggagg tcagcacaag agttgtgggc acaagccgtt tccgggacaa 180 

141 ccggacagac aaacgggaac atggccatca ggacccaaat gtggtgccag gtcctcacaa 240 

142 gccagtaaag gggaagctgc ccaaaaagaa ggacagaatt c 281 
I. 14 5 <210> SEQ ID NO: 5 

P 146 <211> LENGTH: 1568 

147 <212> TYPE: DNA 

148 <213> ORGANISM: Homo sapiens 

150 <400> SEQUENCE: 5 

151 cgcgcgggag ccaagatgcc tcgcggggac tcggagcagg tgcgctactg cgcgcgcttc 60 

152 tcctatcttt ggctcaagtt ctctctcatc atctactcca ccgtgttctg gctgattggg 120 

153 ggcctggtcc tgtcagtggg gatctacgca gaggcagagc ggcagaaata caaaaccctg 180 

154 gaagagtgcc ttcctggccc ccgccatcat cctcatcctc ctgggggtgg tcatgttcat 240 

155 cgtctccttc atcggggtgc tggcttccct ccgggacaac ctgtgccttc tgcagtcgtt 300 

156 tatgtatatc ctggggatct gcctggtcat ggagcttatt ggtgggtctg tatttagggg 360 

157 ccgccggaac cagactattg actttctgaa cgacaacatc cggagaggaa tcgagaatta 420 
[/ 158 ctacgatgat ctggacttca agaacatcat ggactttgtt cagaagaagt tcaagtgctg 480 
+: 159 tggcggggag gactacagag actggagcaa aaaccagtac catgactgca gcgcccccgg 540 
■if. 160 gcccctggct gacggggttc cctacacctg ctgcatcagg aacacgatgt tgtcaacacc 600 

161 atgtgtggct acaaaacaat cgacaaggag cgcctgaatg cacagaacat cattcacgtg 660 
i' 162 cggggctgca ccaacgccgt gttgatatgg ttcatggaca actataccat catggcgggc 720 
)\ 163 cttttactgg gcatcctgct tcctcagttt cttggtgtgc tgctgaccct actgtacatc 780 
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164 acccgtgtgg aggacattat cttggagcac tctgtcacgg atggattgct gggacctggt 840 

165 gccaagtcca gaacggacac agcaggcact ggatgctgcc tgtgctatcc cgattagcta 900 

166 tgctgattga gctatcctgg cccggcacag cagctcccag ccggactgta ctgcaaagtg 960 

167 catctaagac tacacaagct ggacaggacc agctgcagct cctctgccca cccacggcgc 1020 

168 tgaccaaagc ccagggtgta tgtacctgcg tatagtgtct gatggccact cctcctaggg 1080 

169 gaaagctgaa ccctgtggga tcccgggaac agggatagcc cagctccggt tctgagtcct 1140 

170 ggagaaggca gctcagggct ccgtgtgggc tctttttctt tctggcagtg ccttggccag 1200 

171 tggtcattat gccccttcaa gggcagtttt gcagtgatta tttttaaagg caagaaggga 1260 

172 gtgtatctgt tctataggga agtcctgggt gcagccctgg tacactactc tagatgtgac 1320 

173 gttggactgt gtctcaaatt cccaggtgcc ttgagtcctc tgtaaggctc ctgctttgcc 1380 

174 cacccatttt ctacatatgt tttttttctt tttttttttt aataaccgtg ttttgtatac 1440 

175 aattaacaag agtttctggc tattcaaaac tagccacccc tgaccgagtc cactcacccc 1500 

176 tccccgttag ttcattaatt gaacaataaa tatgtgtttt ggggggtggt ctttaaaaaa 1560 

177 aaaaaaaa 1568 

180 <210> SEQ ID NO: 6 

181 <211> LENGTH: 300 

182 <212> TYPE: DNA 

183 <213> ORGANISM: Homo sapiens 

185 <400> SEQUENCE: 6 

186 gccggctctt tgtggaggac tccatccatg accagtttgt gcagaaagtg gtggaggaag 60 

187 tagggaagat gaaaatcggc gaccccctgg acagggatac caaccatggc ccgcagaacc 120 

188 atgaggccca cctgaggaag ctggtggagt attgccaacg tggtgtgaag gaaggggcca 180 

189 cactggtctg tggtgggaac caagtcccaa ggccaggctt cttctttcag ccaaccgttt 240 

190 tcacagacgt ggaggaccac atgtacatcg ctaaggagga gtccttcggg cccatcatga 300 

193 <210> SEQ ID NO: 7 

194 <211> LENGTH: 965 

195 <212> TYPE: DNA 

196 <213> ORGANISM: Homo sapiens 

198 <400> SEQUENCE: 7 

199 cccacagctc ctgcccactc accaggtcca ggggagagca ggcggtgact cgatgacaag 60 

200 tgcctttagt tgaagagcac atctcactca ttcctctctc agtacctgat acattcctct 120 

201 gtgctaaccc ccccttgggg aggacccacc ctctggaggc tggacttggg gcgaacaggc 180 

202 actcacctgt cactgccaag ggcgggcagg ccatccttcc gagcccatgg gagccgggac 240 

203 cactaagact gctggtggga agaagttggg tgctgggctg atggtcttgc tttctcttgg 300 

204 tcttcgcttg taatgtggct ggcccatgtt ggttttatgt ttaatgctgt gcttataata 360 

205 agaaagagcc cccccaagct gtacatttat aaaaagtgat catatactgt atatagaaaa 420 

206 atctagaagc acatatgaat gcagcaggta gtattccact gtacccattc atgaaggtag 480 

207 gttttattac aggactcgca ccaggtactt acagacgcgc cctctcctct ttgcctagag 54 0 

208 aaacagtcac tgcattcccg cacagtccct cagaccccct taccctcttc cctgtaggaa 600 

209 attctcctgt gacccctctg ccgtcctccc ttacttccta aataaatgta acggagtcag 660 

210 tgcaaaaaaa aaaaaataaa tgacatttat tgtgggttat aattttctcc taaaaacaaa 720 

211 accagtggta tggtcatacc caccattgtt tccccacttt ccatgaccgt cacaaacatc 780 

212 tgggatgagc accttgtgag caggaaaagt tatgctttaa gaaatttctg gccaggcgtg 840 

213 gtggcataca cctttaatcc cagcactcgg gaggcagagg caggtggatt tctgagttcg 900 

214 aggccagcct ggtctacaaa gtgagttcca ggacagccag ggctacacag agaaaccctg 960 

215 tctcg 965 

218 <210> SEQ ID NO: 8 

219 <211> LENGTH: 408 

220 <212> TYPE: DNA 
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221 <213> ORGANISM: Homo sapiens 

223 <400> SEQUENCE: 8 

224 gccgggtctg aaaaggacta ggctggcatt ggtgacaccg agcttgttgg cagccacaca 60 

225 ggtatagttg ccatagtgtt cctcagtgac attggtcacc gtcagggagg actggccctc 120 

226 agtgctctta atctcaaggc catttgcact gtttatcctg gtgtcatccc ggtaccactc 180 

227 aaagtcaggt gcaggcaccg ctgaggcttc acatttgagg gaagcttgtc gtcctgtggt 240 

228 ggcttcgttg ctcttcgact ccgtgatagt gggtggatag ttcacagtga ccttgacttg 300 

229 tttgacatcc gccgaggaga cctcgttggc agccttgcac tcatatttgc ctgactgttc 360 

230 cctggtgatg cctaggatct ccagatattc ttcttctcct tcaaatty 408 

233 <210> SEQ ID NO: 9 

234 <211> LENGTH: 355 

235 <212> TYPE: DNA 

236 <213> ORGANISM: Homo sapiens 

238 <400> SEQUENCE: 9 

239 gtgcaccaga tgttctacga ggccctagat aagtacggga acctcagtgc tctgggcttc 60 

240 aagcgcaagg acaagtggga gcgtatctct tactgccagt actacctgat tgcacgcaaa 120 

241 gtagccaaag gcttcttgaa gctcggccta gagcgtgccc acagcgtggc gatccttggc 180 

242 ttcaactctc cagaatggtt cttctctgca gtgggcacag tgttcgcagg gggcattgtc 240 

243 actggcatct acaccaccag ctccccggag gcctgccagt acatctctca tgactgccga 300 

244 gccaatgtca tcgtggttga cacacagaag cagctggaaa agatcctgaa gatct 355 

247 <210> SEQ ID NO: 10 

248 <211> LENGTH: 918 

249 <212> TYPE: DNA 

250 <213> ORGANISM: Homo sapiens 

252 <400> SEQUENCE: 10 

253 cggatcatct gggtcgcgac cttgaggccg ggaatcgagt ttccaaacgt gcgggggcct 60 

254 tcgccggctc tgctgccccc tttctctcca tggcagcggc ccggaacctg cgcaccgcgt 120 

255 catattcgga ggcttcatct ccatggtcgg cgccgccttc tatcccatct acttccggcc 180 

256 ccttatgcgg ctggaggaat accagaagga gcaggctgta aatcgagctg gtattgtcca 240 

257 ggaagatgtg caaccgccag gttgaaagtg tggtctgatc catttggcag gaaatgaggc 300 

258 tgtcagcaag tctgatgagg aaagtggacg tctttatcct gtgcactccg cagtggggac 360 

259 aatagatgcc tcactgtggc agcatggcat ggagagggaa ctctcatgct gctagccaga 420 

260 ccccttgtga tagagactgt gtgcaaagac agtgcttccc ttaactccct ggagaacctg 480 

261 aacagatgcc accattagga agtgccttgc ggctccattg actttgcagg agcagagcca 540 

262 gcctgcaagg ctgtttgtgg aagatctgct gctcctgcag tctttatcac ttccaagctg 600 

263 tgatgtgaac acaagcaacc tgtgggctca aggtccgtgg ctgctctgac accttttgaa 660 

264 taagcgattt cagtgcaaat ggccttgcca agctgcctcg cagggttctt ggaggatgtt 720 

265 tcagttgata aaactgtttg aagacaggat ccttggcact gtttaagaat atacactgct 780 

266 cagcttaacc atttcattga aagtcactgt gtgtggaagt gaatagggag cgagtcacac 840 

267 tagactatac cacacacagt agattcctgc gtgaggctgc aggtattaaa atggtttctc 900 

268 ttaaaaaaaa aaaaaaaa 918 

271 <210> SEQ ID NO: 11 

272 <211> LENGTH: 1113 

273 <212> TYPE: DNA 

274 <213> ORGANISM: Homo sapiens 

276 <400> SEQUENCE: 11 

277 ggagacccaa gatctgaacc agccagccag gtgctgcaca gcctcaactt tgggagcaga 60 

278 ggccctgtgg ggttaacttg ggtctgccag aaacagtgct tcccgcaggg aaaatcttgg 120 

279 gtcaagatgg aggctgctct ggaacactga gtgtttcaag ggagaaagag tgggaaccgt 180 
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